RATIONALE: Treatment with the plasma kallikrein inhibitor lanadelumab significantly reduced hereditary angioedema (HAE) attack rate versus placebo over 26 weeks in the HELP Study (NCT02586805). Here we report findings from subgroup analyses for the primary endpoint. METHODS: Patients > _12 years old with HAE type I/II and > _1 attack/ month at baseline were randomized 2:2:2:3 to lanadelumab 150 mg every 4 weeks (q4wks), 300 mg q4wks, 300 mg q2wks, or placebo. Exploratory analyses were planned for subgroups with adequate numbers of patients for Poisson regression. RESULTS: Overall, 125 patients were treated. Mean monthly attack rates were consistently reduced with lanadelumab versus placebo across all subgroups analyzed. Percentage reductions from placebo (n541) were observed for the following demographic and disease characteristic subgroups with lanadelumab 300 mg q4wks (n529) and 300 mg q2wks (n527) respectively: age <18 years (20.5% and 62.3%), 18-<40 years (80.3% and 84.5%), 40 is characterized by recurrent episodes of angioedema of cutaneous and submucosal tissue, and gastrointestinal and respiratory tracts. Our group has described the mutation c.351delC in SERPING1 gene, causing HAE type I in a large Brazilian family. Prospective follow-up revealed that there are currently 33 members diagnosed by genetic analysis. We aimed to compare the cleavage of high-molecularweight kininogen (HMWK) both during HAE attacks and in remission among HAE patents in this family. METHODS: Whole blood was collected from 24 HAE-C1-INH patients, 13F/11M, aged 8-80 years-old, during remission; 6 HAE-C1-INH patients up to 12 hours after the onset of an acute attack (10 attacks), and 5 normal controls. Cleavage of HMWK was assessed by SDS-PAGE and immunoblot analysis. HMWK was identified using goat polyclonal anti-HMWK light chain antibody and biotinylated rabbit anti-goat antibody. Native HMWK appears as a single band with M r 130,000, and upon cleavage, it is replaced by bands ofM r 107,000 and 98,000. The density of the bands was measured using Image Lab. Kaolin-incubated plasma was used as control sample. The amount of cleaved HMWK was expressed as a percentage of total HMWK. RESULTS: Cleaved HMWK was increased in HAE-C1-INH patients during remission, as compared to normal controls (mean 0.44 60.05 and 0.38 60.03 respectively, p50.01). Cleaved HMWK was higher in 3/6 patients during 5/10 attacks, as compared to remission period. CONCLUSIONS: Our results support the evidence that evaluating plasma levels of cleaved HMWK may contribute to identify laboratory markers of disease in HAE-C1-INH patients. The purpose was to describe characteristics and associated disorders of patients with acquired angioedema due to C1-inhibitor deficiency (AAE-C1-INH) and assess the efficacy of plasma derived C1-INH concentrate (pdC1-INH). METHODS: Fourty-four patients with AAE-C1-INH were assessed for associated disorders. In 32 of the patients, the duration of swelling attacks was measured before and after treatment with pdC1-INH. The time between injection and disappearance of symptoms was recorded and treatment evaluations were provided by the patients. RESULTS: The following associated disorders were present: monoclonal gammopathy of undetermined significance (47.7%), non-Hodgkin lymphoma (27.3%), anti-C1-INH autoantibodies alone (11.4 %), and other conditions (4.5%). In 9.1% patients, no associated disorder could be found. AAE-C1-INH led to the detection of lymphoma in 75% of patients with the malignancy. Treatment with pdC1-INH shortened attacks by an average 54.4 (632.8) hours (P<0.0001). The earlier the attack was treated, the shorter the time between injection and disappearance of symptoms (P50.0149). A total of 3553 (97.7%) of 3636 treated attacks were effectively treated with pdC1-INH as assessed by the patients. pdC1-INH was effective in 1246 (93.8%) of 1329 attacks in 8 patients with anti-C1-INH autoantibodies and in 344 (99.4%) of 346 attacks in 6 patients without autoantibodies. The average dose per effectively treated attack was 1238.4 U in patients with anti-C1-INH autoantibodies and 510.2 U in patients without autoantibodies. CONCLUSIONS: pdC1-INH is highly effective in treating AAE-C1-INH patients. It reduces attack duration and is fast-acting. It is also effective in the vast majority of attacks in patients with anti-C1-INH autoantibodies. 
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